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Sir: 

li ;Dr« Frank WUYTACK, hereby declare as follows : : 
I am an expert in the field of molecular and cell 
biology and in the subject of ATPase enzymes. 1 am Professor in 
the Department of Molecular Cell Biology, Laboratory of Ca 2 *- 
transpcrt ATPase s, K.U. Leuven, Campus Gasthui sberg O&Nl, LEUVEM, 
Belgium. 

I have read the Office Action mailed December 9, 2010, 
and I am familiar with the present application . 

The Office Action does not appear to fully appreciate 
the teachings of the cited references, 

PERIASAMY et ai. investigated the function of the 
SERCA2 gene in heart, disease and utilized a SERCA2 knockout mouse 
system, PERIASAMY observed that mice with heterozygous mutation 



No . 



in SERCA2 , while not exhibiting overt heart disease, exhibited 
some changes in Ca 2 * signaling and in blood pressure levels. 
Further, PRRlASAMY highlighted that homozygous SERCA2 mutants are 
eniforyonic lethal and do not survive. Thus, PSRIASAMY found it 
necessary to perform the studies on heterozygous. 

SOHAL et ai . teaches that the embryonic lethality cars 

Lex system. By using this system, the gene under study typically 
remains intact at the embryonic stage but can be disrupted at a 
.later stage, thereby avoiding any embryonic lethality. Therefore, 



when the gene under 



study is critical for life at ail stages 
(i.e., at both the embryonic stage and at the adult stags;, the 
SOHAL system, can be used to circumvent embryonic lethality and 
allows one to assess adult lethality. 

SBRCA2 (At.p2.A2) is a gene which as of December 3D, 2.003 
(the priority date of the present application) was considered to 
foe critical; for life,: both at the embryonic stage and at the 
adult stage, If the system disclosed in SOHAL was to be used then 
it would be highly probable that a mouse lacking a functional 
SERCA2 ATPase at the adult stage would not survive for long, and 
in particular, not survive for more than about one week . This is 
in agreement with the conclusion reached by PERI AS AMY who found 
it necessary to perform there studies with heterozygot.es . 

What was unexpected:, however, and hence of interest, 
was that the mice survived the induced removal of SERCA2 at the 



2 



ult. st. age for up to 7 or 



weeks., 



cues longer than 



would have predicted, Accordingly, one of ordinary skill in the 
art as of the priority date of the present application would have 
no reasonable expectation of success (i.e., homozygous SEPCA2 
mutants which survive more than 5 weeks) by combining the 
knowledge of PERI AS AMY with that of SOHAL . 

I have no interest in the present patent application. 
I further declare that all statements made herein of my 
true and that ail statement s made on 
information and belief are believed to bo true; and further that 
these statements were made with the knowledge that- willful false 



knowledge 



statements and the 



i i ke so 



are punishable by fine or 



States code and that such willful false statements may jeopardize 
the validity of the application or any patent issuing thereon. 



